Abstract
Methods
Four electronic databases (CINAHL (EBSCO), EMBASE, PsycINFO and PubMed) were searched systematically for potentially relevant studies published between January 1998 and March 2016.
Results
After a careful selection process, 6,910 studies were identified and 25 were included. By far most factors were examined in one study only, and most were considered risk factors. Several factors do not seem to be able to predict the development of limitations in ADLs in people aged 75 years and over, and for some factors ambiguous associations were found. The following risk factors were found in at least two studies: higher age, female gender,
Introduction
In 2013, 18% of the European Union (EU) population was aged 65 years or older, which is expected to increase to 28% in 2060. However, those aged 80 years and over are the fastest growing group with an expected increase from 5% in 2013 to 12% in 2060 [1] . With this rising proportion of the (oldest) old, concepts as active ageing and ageing in place have gained more and more attention [2] . According to the WHO [3] , active ageing "aims to extend healthy life expectancy and quality of life for all people as they age". Herewith, one of the key goals is maintaining independence, defined as, "the ability to perform functions related to daily living-i.e. the capacity of living independently in the community with no and/or little help from others" [3] . Indeed, delaying dependency is important to be able to live autonomously for as much and as long as possible [4] , or in other words, to age in place. Ageing in place is not only important from a policy perspective (i.e. to reduce the high costs of institutionalisation; [5] ), but is also the wish of most older people, even when significant health problems arise and they need care [6] .
Early detection of risks associated with ageing is important to minimise or slow down negative consequences of ageing (e.g. [7] ), and therewith to facilitate ageing in place. Researchers have been focusing on the process leading from ill health to disability for many years. A prominent model is the disablement process model, in which the progressive worsening from pathology (biochemical or physiological abnormalities) to impairments (dysfunctions affecting physical, mental, and/or social functioning), functional limitations (restrictions in performing activities), and eventually disability (difficulty doing activities) is elaborated. Furthermore, this model describes personal capacities and demands created by the social and physical environment that speed up or slow down this process, which can be both intra-individual (i.e. coping) and extra-individual (i.e. medical care) [8] .
In a previous review with functional status decline as outcome measure, different risk factors related to the disablement process have been identified [9] . Amongst others, impaired cognition, depression, comorbidity, low frequency of social contacts, low level of physical activity, poor self-perceived health, smoking, and vision impairment have been found to influence this process [9] . An update and broadening of this review might give new insights for several reasons. First, it is important to examine a more specific, homogenous outcome to be able to determine a causal pathway. The results of the earlier review of Stuck et al. [9] were based on a broad definition of functional status decline, encompassing ADLs, instrumental ADLs (IADLs), and upper and lower extremity function. In contrast, the purpose of the present review was to specifically analyse the predictors of decline in ADLs, which are essential for an independent life [10] . This makes it possible to give a more focused contribution to preventive actions. Second, since the development of limitations in ADLs are known to increase with age, and especially in those aged 80 years and over (e.g. [11] ), it seems more constructive to focus on the (oldest) old, while Stuck et al. [9] included studies with a broader age range (25+). For example, the need for help with ADLs was 3.5% in 65-74 year old Americans, 7.4% in those aged 75-84 years, and 18.1% in those aged 85 and over [12] . Since limitations in ADLs are most substantial in the oldest old, it is important to investigate whether it is possible to intervene in the slightly younger age group (75+) to work prevention-driven. Third, the identification of both risk and protective factors is relevant. As a result, strategies not only to reduce the risk factors can be implemented, but also to strengthen protective factors [13] . Although risk and protective factors are often thought to be different sides of the same coin, previous research has revealed differences between predictors for ill-health and excellent health [14] . In addition, Kempen et al. [15] showed that risk factors for and protective factors against IADLs and ADLs are not always that closely related. However, Stuck et al. [9] mainly focused on risk factors. Lastly, since the previous review dates from 1999, an update indeed is useful.
To conclude, this systematic review aims to obtain insight into risk factors for and protective factors against developing limitations in ADLs in community-dwelling people aged 75 and over.
Materials and Methods
This systematic review was conducted according to the PRISMA (Preferred Reporting Items for Systematic Reviews and Meta-Analyses) guidelines [16] . The study protocol was not preregistered. studies were excluded, as well as studies assessing subsamples of the population (e.g. people with sarcopenia), and case-control studies.
Studies evaluating IADLs, which are necessary for maintaining a dwelling in a given sociocultural setting (i.e. the ability to use the telephone; [8] ), mobility, balance, gait performance, or lower and/or upper extremity function were excluded. Studies using combined measures of IADL and ADL were excluded as well, unless results were reported separately. In addition, studies in which people were defined as having developed limitations in ADLs when they were institutionalised, hospitalised or died at follow-up, were excluded.
Selection and data extraction
Bibliographic details of retrieved studies were stored in EndNote (version X6) and the selection process was tracked in Excel. After removing duplicate records, a random sample of 10% was assessed by two reviewers (authors AvdV and DD). Agreement for inclusion and exclusion was greater than 95% (95.6%), and therefore, the process was completed by one reviewer (author AvdV). To decide upon inclusion, a predefined order was used to screen titles, abstracts, and keywords in the first stage, and full-texts if necessary, namely: population, concept and measurement of ADLs, design, measurement of risk and/or protective factors, and report of quantitative data. When one of the domains was scored as 'exclude' , the study was excluded without assessing the other domains. When all domains were scored as 'include' and/or 'unclear' , the full-text was screened using the same order. In case of doubt, the final decision was made after discussion with a third reviewer (author GARZ). Reference lists of included studies were reviewed to ensure inclusion of all relevant studies.
Data of a random selection of included studies (20%) were extracted by two independent reviewers (authors AvdV and DD). Because agreement was equal to the prearranged level of 95%, the data extraction was completed by one reviewer (author AvdV). A structured form with the following variables was used: (1) publication details (first author, year, country); (2) study details (baseline sample size, sample size in analyses, age, gender, length of follow-up, mortality rate); (3) concept and measurement of ADLs; (4) concept and measurement of risk and/or protective factors; and (5) quantitative results (If results were available for the entire sample, they were taken into account instead of subgroup analyses).
Evaluation of studies and factors
Data synthesis and analyses. To structure this review, a direct content analysis approach was used ( [18] , for an overview). All risk and protective factors from a random sample of the included studies (n = 10) were identified and grouped into major domains as initial coding categories. Next, the risk and protective factors in all included studies were identified and grouped under one of these domains. If necessary, a domain was added. Meta-analyses were not performed because the identified factors were too heterogeneous.
Quality assessment and strength of evidence. Since there is limited consensus on the quality assessment of prognostic studies, a modified version of checklists by [19] [20] was used (S1 Table) . Selection, attrition, and measurement bias, confounding, and the risk of bias related to analyses and selective reporting of results were assessed. Two reviewers (authors AvdV and DD) independently assessed the quality of each study, and discussed disagreements. When not all the required information per domain was available, the item was scored as unclear.
The overall strength of evidence per factor (after grouping results) was determined using criteria based on the checklist used by Stuck et al. [9] . Studies with a quality assessment score of more than 50% (a score of !7 out of 12), and excluding people with limitations in ADLs at baseline were classified as high quality studies. Studies with a quality assessment score of 50% or less and/or including people with limitations in ADLs at baseline were classified as low quality studies. Ratings for overall evidence per factor were as follows:
• Evidence in !3 high quality studies: +++ • Evidence in 2 high or !3 low quality studies: ++
• Evidence in 1 high or 2 low quality studies: +
• Evidence in 1 low quality study: +/- Fig 1 shows the flowchart of the selection process. Once duplicates were removed, 6,910 potentially relevant studies were identified. After assessing title, abstract, and keywords, 574 fulltexts needed further examination, which resulted in the inclusion of 20 studies. After screening their reference lists, another five were included, resulting in 25 included studies.
Results

Search outcome
Description of included studies
Characteristics of the included studies are presented in Table 1 . Studies were conducted in a wide range of countries. The length of follow-up ranged from 2 to 20 years. Limitations in ADLs were measured with questionnaires only (no performance-based assessments), and included the items bathing and dressing in all studies. Gender distribution was variable, whereby two studies included women only.
Four studies met at least five of the six quality criteria, while for eight studies two criteria could not be judged because of a lack of information. In most cases, study participation and attrition could not be judged because it was not reported whether non-response was selective. Thirteen studies were classified as high quality (quality assessment score !7 out of 12, and excluding people with limitations in ADLs at baseline) (S2 Table for full details). Table 2 shows the overall findings grouped by domain (S3 Table for corresponding quantitative data). Factors that were associated with developing limitations in ADLs (irrespective of the quality score), or for which findings were ambiguous are described below. When evidence was found in at least two studies, it is mentioned explicitly.
Identified factors
Socio-demographic characteristics. Higher age was a risk factor in multiple studies, whereby it should be noted that two studies taking age into account used data from the Chinese Longitudinal Healthy Longevity Survey (CLHLS) [29, 45] . Being from a minor ethnicity/race was protective in women aged 90 years and over, and men in their eighties (e.g. [29] ), though once only after controlling for cognition [38] . Female gender was a risk in multiple studies. Findings regarding household composition were ambiguous. Studies using data from the Nordic Research on Ageing (NORA) study found that living alone was not statistically significant associated with developing limitations in ADLs [22] [23] , while sustained living alone was a risk factor [21] . Living with children and with those other than children and spouse were risk factors [37] . Living in a rural area was protective [45] , and living in an urban area was a risk factor [29] (both used data from the CLHLS study). Living in the South of the USA was a risk factor [27] . Out of two studies that were based on the CLHLS, one performed subgroup analyses, and found that being married was a risk in women aged 90-99, but protective in men aged 90-99 (only unadjusted) [29] . In two other studies, being married was protective.
Socio-economic characteristics. Fewer years of education was a risk factor in multiple studies, although not in most adjusted models (e.g. [24, 27] ). While two studies used data from the CLHLS study, education was an unadjusted risk factor only when performing subgroup analyses in those aged 80-89 [29] . Fewer years of mother's education became nonsignificant after controlling for late-life factors (e.g. marital status, income, and chronic conditions) [27] . People with lower income levels (<19,999 dollars) and low total wealth (<49,999 dollars) were at risk for developing limitations in ADLs [27] , whereas economic independence was protective in women in their nineties [29] . Females who were housewives had an increased risk for developing limitations in ADLs, as well as people without a lifetime occupation [29] . Poor socioeconomic status as a child was no longer a risk factor after correcting for late-life factors [27] . Psychosocial factors. Regarding social participation, not sewing for others was a risk factor in women [23] .
Health behaviour. High levels of physical activity were protective in multiple studies (e.g. [24] ). Smoking was a risk factor, while not smoking was protective [27, 45] .
Self-reported conditions. Findings regarding arthritis were ambiguous. Cancer was a risk factor [27] . Diabetes was a risk in multiple studies [24, 27] . Having eye disorders was an unadjusted risk [32] . Self-reported hypertension was a risk in two out of three studies [24, 27] . Findings regarding lung disease were ambiguous. Having a psychiatric disorder was a risk factor [27] , as well as stroke in two studies [24, 27] .
Observed health-related measures. Cognition and depression were examined multiple times, but were statistically significant associated with developing limitations in ADLs only once, namely when examined with the Short Portable Mental Status Questionnaire (SPMSQ) [24] , respectively the Geriatric Depression Scale (GDS) [25] . No hypertension was a risk factor [39] , while other blood pressure measures (e.g. high mean arterial pressure) were protective [41] . People with multiple impaired frailty domains (e.g. mobility capacities, and memory problems) were at risk for developing limitations in ADLs [30] . IADL disability was an unadjusted risk factor [25] . Impaired gait/balance [39] and low elbow flexion, knee extension, and trunk flexion strength were risk factors [40] . Findings regarding grip strength were ambiguous. Two studies examining chronic conditions used data from the NORA study took different confounding 
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Receiving support 1 (0,0,0,1) NSA + factors into account, and found different results [21] [22] . Poor functional reach lost its significant association after controlling for step climbing and walking speed [32] . Low manual dexterity was a risk factor [39] .
Self-reported conditions
Step climbing lost its significant association after controlling for functional reach and walking speed [32] . Tiredness in activities was a risk factor in all models but one; the statistically significant association disappeared after controlling for health factors [22] . Low walking speed [32] and weight gain were risk factors. Weight loss was an unadjusted risk [25] . Self-reported health-related measure. Poor hearing was a risk factor [27] . Moderate to severe pain was a risk, as well as daily and multiple site pain, although the last two were only significant in unadjusted models [35] . Peak stature was no longer associated after controlling for mid-and late-life factors [27] . Findings regarding self-rated health were ambiguous. Less than excellent self-rated health as a child (recalled) was a risk factor, as well as vision less than excellent/very good [27] . Obesity [27] was a risk factor, whereas for weight loss 'anorexia of ageing' was an unadjusted risk factor [36] .
Other. Response by a proxy was a risk factor [27] .
Discussion
This systematic review aimed to identify risk factors for and protective factors against developing limitations in ADLs in community-dwelling people aged 75 years and over. Higher age, female gender, diabetes, hypertension, and stroke were risk factors in at least two studies. In addition, quite a number of risk factors were supported by only one study (e.g. frailty). However, some risk factors were no longer associated in (fully) adjusted models (e.g. IADL disability). With respect to overall domains, lower socio-economic status in old age seems to predict limitations in ADLs, more than socio-economic status at younger ages (e.g. [27] ). In addition, people with more self-reported clinical conditions, and more health-related problems, both observed (e.g. limited strength) and self-reported (e.g. pain), seem at risk for developing limitations in ADLs, although most sub-factors have been examined only once. A high level of physical activity and being married were found to be protective. In addition, some factors were protective in one study only (e.g. economic independence). When considering socio-demographic characteristics as a whole, being from a minor ethnicity/race seems to be protective.
Although numerous factors have been examined, most do not seem to be able to predict the development of limitations in ADLs (e.g. never married, anxiety, and falls).
Comparison with previous review
When comparing the current findings with the outcomes of the review by Stuck et al. [9] , it should be noted that different data was used (i.e. studies published prior to 1999 versus studies published since then). Furthermore, the previous review had a broader age range, as well as a broader outcome measure. Therefore, a substantial higher number of studies (78) were included in their review. In the review from 1999, substantial evidence (in at least two high quality studies) was found for associations between risk factors and functional decline that have not been found in the current review, but were examined in the studies that were part of the present review (e.g. depression, alcohol consumption, and cognition). Additionally, Stuck et al. [9] found substantial empirical evidence for risk factors for which we found evidence in one study only (e.g. high BMI and smoking), and for factors for which we found ambiguous results (e.g. poor self-rated health). These differences might be explained by the difference in age range and outcome measure.
The 'oldest old' versus those aged 65 years and over Out of 25 included studies, six performed subgroup analyses across different age groups [33, 34, 38, 42, 43, 44] . Some found differences, while others did not. For example, Moody-Ayers et al. [38] found that differences in developing limitations in ADLs between black and white people primarily disappeared in those aged 80 years and over compared to those aged 70-79, but did emerge after controlling for cognition. On the other hand, Landi et al. [34] , who examined the effect of physical activity on limitations in ADLs, found no differences between those aged 65-79 and those 80 years and over. Overall, there seem to be some differences between age groups. Therewith, different prevention strategies might be needed for different age groups.
Since numerous studies in those aged 65 years and over emerged while including and excluding articles for the current review, it seemed reasonable to compare some of the studies in those aged 65 and over (including people aged 75 and over) with the findings of this review. It appears that there are factors that have been examined in those aged 65 years and over, but not in those aged 75 years and over. For example, performing volunteer or paid work (e.g. [46] ) and positive affect (e.g. [47] ) were found to be protective, and not being satisfied with your social network was a risk factor in those aged 65 years and over (e.g. [48] ).
Ambiguous findings
Some findings were different for different measurement methods. For example, cognition was no risk factor when measured with the Mini-Mental State Examination (MMSE) and as selfreport, but was when examined with the SPMSQ [24] . However, it is known that additional neuropsychological testing besides the MMSE is needed for diagnostics [49] [50] , and that self-reported cognition correlates poorly with actual neuropsychological performance (e.g. [51] ). However, the use of different covariates might explain some of the contradictory results as well. For example, Gu and Yi [29] controlled for other and more variables than Black and Rush [24] while examining being married.
For some findings it might be important to examine possible underlying factors. For example, living with children and with those other than spouse or children was a risk factor [37] , but sustained living alone was a risk factor as well [21] . One might argue that living alone may result in the maintenance of functioning because people are forced to perform all activities by themselves. However, previous research has shown that women who lost their spouse did not feel obliged to perform activities anymore and, consequently, became less active ( [52] , in [21] ), while it is known that being physically active is important to prevent the development of limitations in ADLs (e.g. [36] ).
Limitations and strengths
This review has several limitations. First, it was difficult to determine the actual quality of each study since not all the necessary information was reported. Second, low ratings of strength of evidence must be interpreted with some caution because this was the result of a lack of data for some factors. In addition, inappropriate sample sizes might have influenced the results. For example, for weight loss, no statistically significant association was found, though the 95%CI ranged from 0.8 to 4.62 [25] . This may indicate underpowered, low quality studies. Lastly, since five studies could be included only after a reference check, it cannot be ruled out with certainty that all relevant studies have been included. This review has several strengths as well. First, cross-sectional and retrospective studies were excluded. Factors that precede the development of limitations in ADLs could, therefore, be distinguished from factors that result from these limitations; and the natural course could be determined. Second, by examining a specific outcome (limitations in ADLs) in a specific population (people aged 75 years and over), the explanatory potential of the identified factors may be considered as higher. Although it can be argued that findings are not generalizable to the entire older population, this specific focus and knowledge is needed for prevention and intervention strategies that are more tailored to this specific vulnerable population. Lastly, by using strict criteria for strength of evidence, it was made certain that revealed factors were supported by multiple studies, which enlarged the strength of evidence.
Conclusion
Five risk (higher age, female gender, diabetes, hypertension, and stroke), and two protective factors (being married and being physical active) were empirically supported by at least two studies. However, most factors were examined in one study only, while some were associated only in unadjusted analyses, and for other factors ambiguous results or no statistically significant associations were found. Factors that may help to identify groups at risk (e.g. older women, people living with children) have been identified, as well as risk (e.g. obesity) and protective factors (e.g. physical activity) for which preventive actions can take place.
Implications for future research
More specific research in community-dwelling people aged 75 and over is needed (1) to investigate risk and protective factors that have not yet been examined in multiple studies but do appear to be related with developing limitations in ADLs; and (2) to examine factors that have been found to influence the development of limitations in ADLs in those aged 65 years and over. Factors that are useful to detect vulnerable groups of older people (e.g. related to potential risk factors such as income, and household composition), as well as those older people for which preventive actions can take place (e.g. the possible risk factor psychiatric disorder) should be further investigated. In addition, future research (1) could perform subgroup analyses to compare different age groups since we noticed that subgroup analyses did reveal differences between the 'younger' and 'older' olds; (2) could focus more on protective factors because this is a neglected area, and it is shown that they are not always the other side of the coin (e.g. being married was protective, but never married was not significantly associated); and (3) could examine the interaction between risk factors.
Implications for clinical practice
Several risk factors that have been identified could serve for the detection of groups at risk for developing limitations in ADLs. Thereafter, preventive actions need to take place. When it is possible to intervene on the risk factors itself, for example by trying to prevent the occurrence of adverse clinical conditions, or to cure them, this is preferable. However, some of the revealed risk factors cannot be influenced and therefore could serve detection purposes only (older age, and female gender). In that case, it is important to take preventive actions that are known to decrease the risk of developing limitations in ADLs. Being physically active is, to our knowledge, the best studied intervention, and found to be effective, whereby it can slow-down the process of disability as well ( [53] for an overview). Such intervention is in line with our approach of not merely focusing on risk factors, but also looking at protective factors, which can be promoted, as the most prominent protective factor that appeared in this review was physical activity. Thus, promoting an active lifestyle in general is important. Less demanding physical activities, such as household chores, walking, and gardening might be attractive even for older people with (less severe) limitations. The WHO (2012) further notes the importance of having a motivating environment to support older people to actually play an active role. In this perspective, age-friendly cities might be important to make sure places are suitable for older people to perform leisure activities [54] . 
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